Persistence of Infectious HIV in Both Memory and Naive CD4+ T Cell Subsets in Patients on Prolonged and Effective HAART
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Abstract Patients and Wethods
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Methods : In 11 highly adherent patients on long-term HAART, with undetectable plasma virus, we isolated by using a magnetic bead-based Lymphocyte subsets separation
procedure highly purified CD4+ CD45RO#, CD4+ CD45RA+ T cells. Then a subsequent cell separation according to CDB2L expression was. " T Gemany) T Ina second
carried out. We quantified total viral DNA in freshly isolated T cell subsets by means of quantitative PCR. To verify whether HIV DNA was step, T Witenyi Blolec). g
competent for replication, -T0. UK,
Results : T the patients tested. In central Analysis ofcoll puriy by low cytormet
y ly T colls, HIV DNA was found i oo 1 @
100% 55,685, and 505 . vely. HVON anifcanty highor i . Detecton and quantfication o viral NA
(p<0.01, Wilcoxson test) and fraction as compared to the three other CD45RARO CDB2L+/- Hiden, Ger B
. . From coll scivation to virs production
66% of the patie d and in and CD4+ T cells in 100%, 100%, " Brf, D4+ T P ncl i T o deplted ! “
100% and 50% of the patients tested. ‘was quantified by RT-PCR (imit of detection: 20 RNA copiesimi).
N . . omory Statistca analyss
cells but also cells of naive phenotype. This should be taken into account in the therapeutic strategies to reduce the pool of HIV-reservoir Statisical analyss was perfomed using the Wioon test
clls.
Introduction Resuts CD45RA+ CDB2L+or CDASRA CDBZLsubsets, p=0.31 and 0.125 respecive Tosts o
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‘that harbor latent replication-competent virus has been demonstrated [1). It has been hypothesized that this reservoir is -, CD45RO+CD62L-, , CD45RA+CDB2L Fig. 1). 5 ll - fy the HIV DNA o ., whenever the cel isolation yield allowed it, we strongly activated cell subsets positive for HIV DNA. Then HIV RNA was quantfied in
derived from aciivated cels that reverted to a quiescent state [1). Supporting this hypothesis, replication-competent HIV was atients 100% supernatants (see Fig. 3). For the CD45RA(RO)ICDB2L+ subsets, cell isolation yields allowed cell activation only in 2 to 4 patients. Infectious virus was found in HIV DNA# CD4+ T cells in 100% of the cases. Repiicafion-
detectedn CD45R0+ CD4+ mamory T cls 1), Howter, npatents on proonged and efecive HAART, besides memory Toslsubsets. HVDNA Teslsing 3 efcor memory
D4+ T el ther T cellsubsets such as naive CD4SRAYCDG2L+ CO&+ T cels may conn fectious HY, and elease CDASROFCDG2L, iy nive CD4SRAYCDG2L+, and CDASRAFCDERL- T cls n 100%, 100%, 100% an 5% ofthe cases espactvely.HI relcatn-competent vrus was found n HIY DNA* monacytes i 60% f he
s olowing HARRT feruption. To examin tis s, we nvesgate the presence o epicaon-competent s in , 1 cases.
Tiymphocye 14,range: 0
Figure 1. Purty of CDASRORA CDG2L: CDA# T cll subsets. 10000
Figure 2. Quantitation of viral DNA in
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